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(54) Photometer. 



(57) The present invention is directed generally to 
maintaining a microplate (1) containing test 
samples in its wells at an even temperature for 
measuring biochemical or biological reactions, 
such as an enzyme reaction t accompanying 
changes in absorbance. Monochromatic light of 
various wave lengths, emitted by a light source 
(3), are transmitted through the test samples in 
the wells of the microplate (1) so as to measure 
the absorbance of the test samples. A metal 
plate (2) with good heat conductivity is in con- 
tact with the bottom of each well in the microp- 
late (1) and a perforated board (7) is disposed in 
spaced relation above the microplate (1) at the 
starting position thereof. Within a chamber 9, 
warm air, heated by a heater (17), is blown onto 
the microplate (1) through the perforated board 
(7) and is circulated along the metal plate (2). 




DO 

m 

CO 



to 
<o 
m 



a. 
in 



Jouve, 18, rue Saint-Denis, 75001 PARIS 



BNSDOCID: <EP 054S673A1 _l_> 



EP 0 545 673 A1 



The present invention relates to a photometer for 
use in measuring biochemical or biological reactions 
accompanying changes in absorbance, such as, en- 
zyme reactions and the like,more specifically, to one 
for evenly heating the microplate, separately adding 
a test sample in wells and maintaining the tempera- 
ture so that no temperature difference is present be- 
tween wells. 

As illustrated in Fig. 4, a test sample 14 is added 
to each well 11 in a microplate comprising a lid part 
15 made from a transparent synthetic resin and a 
wells part 12 made from a transparent synthetic resin 
and having a plurality of wells 11 inter-coupled with a 
plate member 10. The microplate is evenly heated to 
accelerate enzyme reaction and the like. Monochro- 
matic light with various wave lengths is transmitted to 
the test sample 14 during or after a reaction to meas- 
ure the absorbance of the test sample 14 in each well 
11. Then, biochemical or biological measurements, 
such as, the enzyme activity or quantitative measure- 
ments of the substrate in the test sample 14, are car- 
ried out based on the measured absorbance. 

In other words, as illustrated in Fig. 6, a mono- 
chromatic light source 3 and a light detector 4 face 
each other. A microplate 1 containing the test sample 
1 4 during or after reaction is placed on a carrier 5 and 
is transported between the light source 3 and the light 
detector 4. All test samples 14 in the wells 11 in the 
microplate 1 are scanned to measure absorbance and 
the absorbance values are related to the biochemical 
or biological reaction. 

It is to be noted here that accurate and reprodu- 
cible data cannot be obtained unless the absorbance 
measurements are carried out by maintaining the 
temperature of each test sample 14 in each well 11 in 
the microplate 1 even and constant. Otherwise the 
reaction temperature condition differs for each test 
sample 14 in each well 11. 

To this end, temperature control means are pro- 
posed which use a fan to enforcedly circulate warmed 
air so that the microplate 1 is evenly heated and main- 
tained at a constant temperature region without caus- 
ing any temperature difference between wells. 

However, in circulating warmed air within a 
chamber using a fan to stir air over the microplate 1 , 
air flow on the surface of the microplate 1 partly dif- 
fers ; faster at the circumference and slower at the 
center portion. 

This results in faster temperature rise at the cir- 
cumference of the microplate 1 but slower at the cen- 
ter portion when the temperature of the microplate 1 
in a chamber is to be raised by circulating the air. As 
a result, temperature difference between the test 
samples 14 in wells 11 in the microplate 1 is caused, 
thereby making it very difficult to obtain accurate and 
reproducible data due to uneven reaction tempera- 
ture. 

It is, therefore, an object of the present invention 



to overcome the above mentioned problem. The pres- 
ent invention is directed to a photometer for transmit- 
ting monochromatic light with various wave lengths 
through test samples in a plurality of wells in a micro- 
5 plate for measuring the absorbance of the test sam- 
ples and characterized in comprising a metal plate 
with good heat conductivity disposed substantially in 
contact with the bottom surface of each well in the mi- 
croplate, a board having a plurality of openings there- 
to in and disposed with an air space over the microplate 
at the starting position thereof, air circulation means 
for enforcedly circulating air, and heating means to 
heat the air with ail of the above constituents dis- 
posed in a chamber. Air is blown onto the upper sur- 
15 face of the microplate by way of the above-mentioned 
perforated board and is circulated along the metal 
plate with good heat conductivity. 

In order that the invention may be more readily 
understood, reference will now be made to the ac- 
20 companying drawings, in which:- 

Fig.1 is a side view of one embodiment of photo- 
meter according to the present invention. 

Fig.2 is a cross-section view of a part of the pho- 
tometer in Fig. 1 . 
25 Fig.3 is a plan view of an important part of the 

photometer in Fig.1. 

Fig.4(a),(b) and (c) are a cross-section view of 
the lid part, a cross-section view of the wells part and 
a plan view of the wells part of the microplate to be 
30 used in the present and a conventional photometer, 
respectively. 

Fig. 5 is a plan view of an important part of an- 
other embodiment of the photometer in Fig.1 . 

Fig.6 is a side view of one example of a conven- 
35 tional photometer. 

Illustrated in Fig.1 is an photometer according to 
the present invention. The said photometer compris- 
es a carrier 5 on which is placed a microplate 1, a re- 
ciprocally driving unit (not shown) to repeatedly move 
40 the carrier 5 in the horizontal direction and absor- 
bance measuring means (photometric unit) consist- 
ing of a light source 3 and a light detector 4 disposed 
facing each other at the upper and lower positions of 
the microplate 1 placed on the carrier 5 wherein all of 
45 the above constituents are disposed in a chamber 9. 

The light source 3 in the absorbance measuring 
means comprises, as illustrated in detail in cross- 
section in Fig.2, a light bulb 31 a slit 32, a plurality of 
filters 33 for passing lights with different wave- 
so lengths, and optical fibers 34 to split the monochro- 
matic light selected by the filters 33 into a plurality of 
lights equal to the columns of wells 11 in the micro- 
plate 1 . On the other hand, the light detector 4 com- 
prises n number of photoelectric transducers 4, such 
55 as photo-transistors, disposed of the output ends of 
the optical fibers 34. 

In order to enforcedly circulate the warmed air 
into the chamber 9, there are a heater 1 7, a fan 1 6 and 
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an partition 8 to form a flow path. Additionally, there 
is provided a sensor 18 of high sensitivity and high 
precision to detect the circulating air temperature. 
The output from the sensor is used to control the hea- 
ter 17 so as to maintain the constant temperature. 5 

The microplate 1 is placed on a perforated alumi- 
num plate 2 with good heat conductivity as illustrated 
in cross-section and plan views in Fig.2 and 3, respec- 
tively. Openings 21 in the aluminum plate 2 corre- 
spond to the wells 11 in the microplate 1. The alumi- w 
num plate 2 is mounted on the carrier 5 by screws. 

The perforated plate 2 with good heat conductiv- 
ity is not limited only to aluminum but may be duralu- 
min, stainless steel copper or the like. The size and 
shape of the plate may be selected to be adapted to 15 
the bottom of the microplate 1 so that the surface of 
the plate is substantially in contact with the bottom 
surface of the wells 11. 

In other words as illustrated in Fig.4(b), there is 
provided a continuous pedestal portion 13 at the bot- 20 
torn periphery of the wells part 12 of the microplate 
1 . Since there is a little gap t between the bottom sur- 
face of the wells 11 and the bottom of the portion 13, 
the perforated plate 2 is preferably of size and shape 
so that the plate engages the inside of the continuous 25 
pedestal portion 1 3 and the upper surface of the plate 
comes in contact with the bottom of the well 11 . 

Additionally, there is provided a perforated syn- 
thetic resin board 7 disposed on the microplate 1 with 
an air space. 30 

The fan 16 and the heater 17 are operated in ad- 
vance to circulate warmed air within the chamber 9. 
Subsequently, the test sample 14 is added to each 
well 11 in the microplate 1 and the wells 11 are cov- 
ered with the lid part 15. The microplate 1 is then 35 
placed on the carrier 5 in such a manner that the per- 
forated aluminum plate 2 substantially comes in con- 
tact with the bottom of each well 11. 

The driving unit is run to repeatedly reciprocate 
the carrier 5 in the horizontal direction. Each test 40 
sample 14 added to each well 11 in the microplate 1 
is allowed to pass between the light source 3 and the 
light detector 4 to measure and record the absor- 
bance changes of each test sample 14. It is to be not- 
ed here that the filter 33 is switched to select different 45 
monochromatic light according to the kind of the test 
sample 14 for measuring absorbance of the test sam- 
ple. 

A part of the air warmed by the heater 17 and cir- 
culated by the fan 16 during measurements is gently 50 
blown onto the upper surface of the microplate 1 by 
way of the perforated synthetic resin board 7. The 
other part of the warmed air flows between the bot- 
tom of perforated aluminum plate 2 under the bottom 
of the microplate 1 and the wall surface of the cham- 55 
ber 9. 

As mentioned herein before, the warmed air is 
gently blown onto the entire upper surface of the mi- 



croplate 1 by way of the perforated synthetic resin 
board 7, thereby evenly heating the upper surface. 
Also, the perforated aluminium plate 2 with good heat 
conductivity extends over the whole bottom of the mi- 
croplate 1 thereby generally heating the bottom of the 
wells 11 all over the microplate. 

Now.in the case of moving only the microplate 1 
from the starting position to the measurement posi- 
tion and maintaining the plate 2 with good heat con- 
ductivity immovable, the plate 2 adapted to the bot- 
tom of the microplate 1 may not have openings 21 . In 
this case, the good heat conductive plate 2 may be 
positioned at any suitable place for heating the micro- 
plate 1 . 

The number of wells (columns and rows) of the 
microplate 1 may be chosen from any desired value 
but is typically 96 (8x12). 

Also, in manufacturing the microplate by injection 
molding, the microplate may have projections on the 
bottom due to molding die or mechanical strength. In 
this case, the perforated aluminum plate 2 with good 
heat conductivity may have cut-away portions 22 to 
receive the projections as illustrated in Fig. 5. 

As understood from the above description of the 
preferred embodiments, the photometer according to 
the present invention can maintain all of the test sam- 
ples 14 added to the wells 11 in the microplate 1 at a 
uniform and accurate temperature, thereby constant- 
ly maintaining the reaction condition of each test sam- 
ple required for accurate and reproducible data. 



Claims 

1. A photometer for transmitting monochromatic 
light of various wave lengths through test sam- 
ples (14) in a plurality of wells (11) in a microplate 
(1) for measuring the absorbance of the test sam- 
ples (14), characterised by a metal plate (2) hav- 
ing good heat conductivity for disposing substan- 
tially in contact with the bottom surface of each 
well (11) of the microplate (1), a board (7) having 
a plurality of openings therein for disposing in 
spaced relation over the microplate (1) at the 
starting position thereof, air circulation means 
(16) for circulating air, and heating means (17) for 
heating the air and the aforementioned compo- 
nents in a chamber (9) whereby air is blown onto 
the upper surface of the microplate (1) by way of 
the board (7) having openings therein and is cir- 
culated along the metal plate (2). 

2. A photometer in accordance with claim 1 , charac- 
terised in that the metal plate (2) is formed with 
openings (21) at locations corresponding to the 
wells (11) in the microplate (1) under which the 
metal plate (2) is adapted to be placed. 
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Fig. 3 
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